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Carboxylic acid derivatives of general formula (I): pharmaceutically acceptable salts thereof; and solvates of these (wherein R .^R . 
R' and are each independently hydrogen, alkyl. halogeno. hydroxy or alkoxy; R' and R are each independently alkyl; R is 
hydrogen or alkyl; -X- is -O- or -S-; Y is hydrogen, alkyl. halogeno. hydroxy or alkoxy. and Z' and Z are each hydrogen, or alternatively 
Y Z' %ndZ' are joined together to rep«sent.CH=; -A- is >CH.OH.>C=0.>CH.OR' or >CH-0C0R' wherem R' is alkyl and R 
is alkyl or aryl; and T is alkylene optionally conuining a multiple bond or the like). The above compounds are efficacious in preventing and 
treating arterial sclerosis, ischemic heart diseases, cerebral infarction, post-PTCA restenosis, and so on. 
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m B ^ 

^ ^fr ^3- 
W f: ^ 

(Circulation. 42, 625(1970); JAMA, 256. 2540(1986); JAMA. 
258 . 1183(1987)) o 

^m<7)|^j!E^>{i^1g:T-r '5) ^ t (JAMA, 25i, 351 

(1984); JAMA, 251, 365(1984)) o 

hfiX\^^h (Fibrinolysis, 5. 135(1991)) o ttz^ Lp(a)ii7' 
y7.\ y<DM^^V\^'^^ f9TGF-/3 (Transforming Growth Factor /9 ) 

h'hm^'^fiX\^^h (Science, 260. 1655(1993)) o ^fih<DZ. 
bi3-h. Lp(a)^^fg:T^-<t'i)tJl{i. JfiL^ttiS i O^iiMl^^^jflLl^ 

mtt^Lp(a)^{iTC^it'^tf^^^Jfc14'b^Bi^fePilHi^i:<7)^BKl?i^ 
< . 51^31 L T'l jElPi^S?- -C ^ - (Clin. Chem., 

36. 20(1990) ;"Lipoprotein (a)", 151, ScanuA(ed), New York, Academic 
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Press(1990))o ^ TC^^ ^ uMi-f-Oi^f^^-C^ ^^Jt£ 

^^^<^mkmi>'i^t ^ t i)^^ ^ fix :b {Atherosclerosis, 
62, 249(1986))o 

fiX\.^h (#<Z^Bg47-22567-^^i^$a. #^1BS62-207236-t-2ril) 
\^Ti'^m\,Z^\^^X\,t^hiXX\^^ti:i)-^fZo tJ£. 2, 2- v > f-;U-5. 

Lp(a)jg:Tf^ffi^:/l^ti<i::$^|&^$^i;^i journal 
of Lipid Research, 36. 1294(1995)) TCf&Tf^ffl (i 
(i'Sr^^-o/co tti:t>%. '®ii/cTOg:T^ffii:Lp(a)iSTf^^^#-^ 

§^ <?5 ^ 
TCfli:Tftffli:Lp(a)jg:T^^ffl^f^-^^^. ^HlM^I'fk 

^6<Jfr::fr#$a^:S, 3^^^^'^nf,c7)v^-f ^pJ-O-^^^Otl-C^'So 
^^mit^m^t. rag:T<^ffli:Lp(a)ig:Tf^ffl^#-^^^. Eiljm 
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3 

''rt'V' rn 

r3>v^x-'^a-t-c-coor^ L 1 J 

^^'^ Ri. RK R um-xam^^ ^XT^m. t;^^;^. 

-X-{i-0-X(i- S -=$rato 

YtiTK^x T;^^;^^ j^n^y. Kn^ vXtir^m^ 

-A-{i>CH-OH, >C = 0. >CH2^ >CH-0R8X 
{±>CH-0C0R9^^to Cli-e. R8{iT;i'^;^^:^L> R9 

-T- (:£o^'^^(iA'^o^'^=^^to mriw];^) {i. 
-Q-, -CH2-0-Q-Z(i-Q-0-^aL. 
-Q- (:fe<50^'^^{iA1liJ--(^^'^^a-ro iiilTIi]^) li. 
®- (CH2) (D- (CH2) f-CH = CH- (CH2) g- 
Xfi(D- (CH2) h-C = C- {CH2) i-^Uto 

n(i 1 ~15<7)^|^^aL> f> g. h. jlit^timo -U(D^^i: 
mto f+g{i 0 ~13C7)^^^ L, h+j 0~ 13(7)^^ '2)0 

Z^RXfZ^ii^Amx^^y). -A-:0^>CH2-eibl9. - T - 
-Q-X^^. -Q-H)^- (CH2) n-'^*'5^ n7!iM~8cO^^ 
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-Q--C*0> -Q-:*^- (CH2) n-'^*'^^ mb^\-4(Dmn 

Ri~R9, Y-C^$ix>2, 7;u4^;u^ LTli. itllXti^*^!!*^ 
Om^IS: 1 ~ 7 o ^ <7). ^f-;^. n-yDk:;^. ^ 

n-^>f-;i^. ^V-^^f-;!/, tert-^V-^;!^. n-^^'>;U, -fv^ 

Ri^R4^ Y-C^^fL^T;^^:^^^: LT{i^ illlXti^^il 

tert-rh^v, n-^y-^^^U:^:^ V, ^ V ^ > f- ;b v , tert-^ 
Z2 7{>^7K^T*^f9. - T 19. -Q (CH2) n" 
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5 

fi D y > -e* > R ^ RXfR ^ t^^K ^ ^ f^-^ h ^ . 
-A-^^>CH2. >CH-OHZli>C = 0-C^>). -X-i)'-0- 

(1) 1 0 - (4 - t e r t - rf-;^7xy ^v) - 2, 2 

(2) 1 1 - ( 4 - t e r t - X y ^ v) - 2 , 2 - V 

(3) 1 2 - (4 - t e r t - ^f-^^7xy ^v) - 2, 2 - v> 

f-;i/- 1 1 - b Kn^ V Ft'* >^ 

(4) 1 3 - (4 - t e r t - 7*f-^^7xy :^v) - 2. 2 

1 2 - b Kn^v b V riJ 

(5) 1 4 - ( 4 - t e r t - 7'f-^^7 X y ^ v) - 2 , 2 - 

1 3 - Kn^ i/T h 77*:^ >^ 

(6) 12 - (4 - t e r t -'/f-^^7xy ^v) -2. 2-vy 

1 1 V Ft'* >^ 

(7) 1 1 - (4-^nn7xy^v) -2. 2-vyf-^^- 1 0- 

(8) 12 - (4-i:^nD7xy^v) - 2, 2-vyf-J^-ll- 
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(9) 13- (4-^DD7xy:^v) -2. 2-v^f-;i.- 1 2- 
R3V-XH r^T-f-COOK' — R3Mx-r^"?-C00R^ 

0 in R' 

C^^. R^ R\ RK R\ R5, R6^ R7^ X. YRV^Tii 
K C3 3 ^ ^SS$-t2[-^i.ht:J: <o:^^B^it^!^ il 0 1) i:mm 

>f-;u.-j.;i.i.T5 K (DMF) ^^O^li^^, ^ ,.^1, j,^^- 
> (THF) . v-xf^;i.:E.^7-;i./^ t^^c7)jL-^;i.^^^^^ ^ n n .-^ 

^^-tfV. hJl'Si.y^ n--^^^ 
t'(7)^^t7Km^.^m. -^vfuj^ 
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tj:t'(Dy^^^&) (D^^^TK. -20-150 X:^^ ^ ^ t i)^'^^ ^ ^ o 

fflfiti'ft'^tl C3] },zMLX 1-2.0 fg-t;H:>i^$f^ tv^o 
i^j£2 (- A-:{i^>C = 0-eab •9 . Y. Z i;5.J/Z 2;i/^-^H:^o 

C4] C5] [102] 

[^4^. R^ R'^ x:S.t/'^T{iHU 

p - h ;i/aL>';^;i/;^-;i':^^v. p< ^ > ;^ ;i/ - ;w :t ^ v t'<7)E 

Ci 0 2 3 =^^itt^-^^^"c^^o 

N,N-VP< f-^^'i^^^-^T ^ K (DMF) h^<7)^g14^^, t V y \^ V 
uyyy (THF) . z/:r.^ )]/:£• -T )^'^J: t'(DJ^-T ^i'^^U. ^ 

^f-;^. ^l^^'J- t^(D:^;^T ^>-tf>. h;!^^-^. 
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(O^^TK. -20^-150 rrtr^ ^tj^^-ci^, >R^t>^F^{i. fk^ 

C4] ^y^^ C5] omm. MJSS^tlJ:or^^r^;&^ ii^, 30^ 

~24^f^^^M^-c^^o.f[:^j^ C4] (Dmrnmnit^^ C5] tl^t 

LT 1-1.2 m^ejVitmt Ly^^o 

-T-t^-Q-T^y)^ -Q-;6^'- (CH2) n - "C* -5, ^-g-) 

R-* ^ R* R« 

C2] C6] C1033 

[^4-. RK R3. R4^ R5^ R6^ R7^ X. Yja^L 

{iHUie^IWl^-e^^o m{in+20Sj|^ (n(i 1 - 1 5 0^3^^^ 
i"o ) ^^to fip-t,, m{i3-l 7 <7)^^i:^i-o ] 
^ (2} t*^^ ti'S 7 y - 7 i y t fk-g-Jfe 
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R* OH 
[2 0 1] 



3S7C 





T-C-C00R7 r2 

0 

[2 0 4] 



R* 



[2 0 5] 



[^4^. R^ R2. R'> R^ R^> X. 

Y. Z^ Z 2:5:r/^T(iBuEi:(WI^-e*'i>o ] 

'ffc'^tl [2 0 1] (li Kn^v^$:) ti. [ 1 ] 

-e - A - ;5^> C H - 0 H coi^-g-e^) -2) o 

'fb^l^ [ 2 0 2 ] (7;^=^^ v#) fi. .^^^^^'Ib'^J^ [ 1 ] 04^ 
A-:;6^>C H-0 R « (T^Jif^-eab ^ o 

it^m [2 0 3 ] {T'yJ^t^'y^) {i> 2|s:^0^>fl:>^ti i I) <7) 

it^m [ 2 0 4 ] (t^ V^) {±. ^^B^'ft^tl [ 1 ] <7)^X- 
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^t"^^ [ 2 0 5 ] (rt^i^Hf-) a, :^^mit^^ C i ] oit^-e 

mi(^m^ 1 'cnhixi>it^m c i o n ^t^m [2 o n 

2 h tliit^!^ [10 2] (i. it^^ [ 2 0 4 ] (7)c|3-e 

m^3T^hti:hit^^ [10 3] fi. 'fb^tJ [ 2 0 5 ] (D^T 

-Q-;6-'- (CH2) n-'e^'2)J^^-C^^o 
^^oT> 1 J: [10 1] ( l: K□^v>^i^) ^^Mjt 

^it^^ [10 2] (:t^y>ff:) ^^itL/cf^^C, ^O'^^^^^ftt: 

T ± le ^ :^ S ^ ^ n m t o 

^[201] -CS^ii;5. 11 h'u^i^i^^T)U=^)l^m 
^^^ItKXy)^ [202] -e^^:K-2)7;Wni^v^ttiiit'5)i 

N,N-v;^f-;i'*;i'A7 5 K (DMF) ^ if ^0^14 r^^i, x h 7 K 
n77> (THF) ^ vif-;L'i-T;l/^<if(7)x-f-;u^.^^^ ^ 
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(D^^TK. -20-150 r-cfr^ -<i:*^'e^^o R)^:'^r^{i> 

C2 0 1] 1-1,2 f&^^i^fi^^ift Lv^o 

C 2 0 3 3 t^m^ti^r'y^^t^'y^^U^t^^tt^'C^Zo ^ 

m^<oit^^ C2 0 n t7 )i^^)^<mt(DEJBt^mz 

^[201] -^U-^fi^ KD ^ v^J^tr^^bt -5) C: i: J: »9 ^ 
LXlt. mi\f. mt^^^ (VI) (Jones^^) > 

Oi^DAigeU V-'i^A (PCC) > ^^b^DA (VI) V 

(i, 7-trh>'^^4'> -20-30 r-e^f ^ § ^ o ^JSB#f^^i^ 

'fk'^ti C2 0 n a-^. 5^-12 

nrntm^-c^^o mt^^^ (v n oi^^sti^b^Ji^ C2 0 n 

KMtX 1-1.2 ;H::6^'$ft Lv^o 
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^ C2 0 4 3 Tm^ti^t^Vi^^:^jtt^:itKJ: [2 0 1] 
N, N- V ^ ^ ;u .-^ Ji/ A 7 ^ K . i/ ^ ^ )i :^ )i^t- ^ 1/ V) , -20- 

100 r-cff ^ ^t^^-c^&o KfZ^mait. it^m C2 o 4 ] jrj/'^r 

^b'-^-^^^-f h >; Ao^f^^Sfifb-^ti C2 0 n tc^^ LT. 0.25 
^ C2 0 4] '^^■^fi:ht^vm^^it-t^:it[ZX 19^ C2 0 5 ] 

mx.\t. Y^yjVM Y'yVy. Ti^mit'y 7 y ^ h ^A^M 
^RJ^^it. N,N-v^ •^;u>-J^;i/A T ^ K - 7 > cjn, 

h ji^^mm^^r . so-iso r-etr^ ^ t^s^-ei^^o SiSstr^ti. 

<b^t/ [2 0 4] R-(fKJ:L^'{^mt<ZX^X^^£^i^K 30:^'-24B# 

f^:6^'i®^-e^^o y^^mit^^^mt h ^ ACDimmmt^!^ [2043 

tc^d-LT. 0.5 -1.0 f§^;H:W^ Lv^o 
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9 J-}VX\t^ilh(Dm^^^^'^'^'^ 0-150 t:> $f$L<(i20 
-100. r-C^T^ i::i>«-Cl^^o 7;^* U i;^r;^ 1^ 

)V\znLX 1-5 ^^l'. ^tt<(i> 2-3 ^)^Xhho 

^7fc7;un->'^. g^^) ^?a-80t:-cff ^ - t ^-e^'^o @?<^ 
iS^^Sii. j:;^f-;^ i^^i-t'^t LT 0. 1-10^ t L < {i> 
0.2-3 ^;vc^^o 

tci: J9 j^;^r;^<l:U'Cxxr^^ {R"^ -fy^r )^) I'^^^t ^ ^ t-f)^ 

ti h^l'xy^SrTtiii: LTDean-StarkTfc^SI^'S: if $rffi v^T. it 

0-150 t < ii2o-ioo x:. m^^^^M<D^.^.'c'if^ ^ 

Pr^^hi)-Zi6^jSi(Dl3^'CXy) . 7•t^;^> tert-r 

h ^ V X ;v 'Sr ^'-e^^il L EJBl^zm^^-^ ^ (T)^'-^^^^^ 



wo 97/15546 



PCT/JP96/03056 



iJ^^-ir^l^tti^CH I RALCEL OD. CHIRALCEL OF) 
-A-:6^>CH-0H-C^^ ^^rS14#: ti . W094/24 1 1 7-^<^m$m 




[2 0 0 




X-^T-C-C00R7 



0C0R20 



(2 0 1 -P] 



C5 1 -M] 




[2 0 1 -M] 
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C^^'. R3. R^ R^. R^^ R^ X. Y. ZK 

z2;5tt;T;iB«E^l^^-e*^o R2 0ti^^^i-i oot;!^^;^ 

^at, R 2 1 (iyNDT^^^^l^ {m7L\t^ 2,2.2- h 'j -7;^:^ Oi^ 
2,2,2- h V ^ n nif-;i/) XtiT;^'^--'^ (^Jx.{^^ tf-;!/. 

-ft^tJ C2 0 1 - P] ^'fb^tl C2 0 1 - M] iiii^mMI^'f^-e^ 

-^f^-io^. [2 0 1] ^'J v^•--^f^ST^'^l:^t^ [so] 

V7'n^r.;H^coT;^y^>'^^^T^^^X{iS^@?2.2.2- h 'J 7 
;utnif-;i/. yn e:t >m2,2,2-h U 7;i/:tnji^;v. 
2,2.2- h V ^ nnjii-^;u. T'n bT^ >^2. 2. 2- h U ^uusl^jv^ 

$:^tf>6r iiT&^Ti'^o ;^J^:'aS{i> 20-40 r-etr^^^^^-c^ 
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Kjz^m^it. it^f^ C2 0 1] . it^m C5 0 3 (omm. k^^ 
C2 0 1-p] ^r/^t^^ C5 1-M3 ^^^^n^t^ztt^-t^^ 

C 5 1 -M3 ^mtl<DX 9 (cljDTfc^^-t^ i <h C J: 0 . fk-^J^ 
C2 0 1 -M] ^#^i<h:6^'-C^^o 
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^\7L\f. aai. itHs^ ^m. Miix ^^H^B. tyi^^u-^ 

l)-T-:&^'-Q--C^O> -Q-^^*- (CH2) n-^Jif-^o 

(CH2)n-L + HC-COOR^ ^ (CH2)n-C-C00R7 

R« R« 

^(CH2)n-C-CX)0R7 
0 R^ 

C3-n 

[^4^. RS, R7, LRXfnimUtmm'C:^io ) 

(f?!lx.{^> ';f-'^7A>?^ vyne;i^7^ K (LDA) . n-lT^Ji^ 
V^^yj^) (D^^riiZ, -80-0 VT'ffi ti)^'C^ KJ>iS^f^ 
it. it^^ [7] RXfit^^ [8] co^^, ;RSyajttc i oT^'S: 
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<t^^ C7D KMLX 1-1.2 i^'E)U^7()mtL^^o 

(Dy^uyy^tR^tTi^m^.'^m. TVy\ih'uyy> (THF) , v 
jL^)\,jL~-rjUtj: t'<D:^-T)V^^m^j: -10-30 X:^^! 

:it^^T^^o Kjz^m^ii. it^m [9] Rxf:^i^^wi<Dmm. k 

f R5 
Li-(CH2)k-L2 + HC-C00R7 L^-CCH^k-C-COOR^ 

R6 r6 

•^10^ [7] [in 

f 

— i- ^(CH2)„-C-C00R7 

R6 

[9] 

k{in+20^3^ (nfi l-l boy^^^mto ) ^r^to BP^. kfi 3 
~ 1 7<D^^i:m-ro 3 
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it^^ [7] ^it^^ c 1 0} tKJZ^^^x^t^m [in 
it^m c 1 n ^^^-9-^ f-^i^v h 7 ^ k (hmp a) t> 

^ o 

2)-T-:6^-CH2-0-Q--C^»). -Q-i)^- (CH2) n-<^ 



=/^L' + H0-(CH2)n-L2 —1^ ^0-(CH2)n-L^ 
[13] [12] [14] 

f 

HC-COOR' [ 7 ] r5 

^ ^^0-(CH2)n-C-C00R7 

R« 



[1 5] 



R5 



/-0-(CH2)j^-C-C00R7 
[3-2] 

[^4'> R6. R7, n> L i;S.OfL 2 (ituiei: 

-5)0 ] 

it^m [12] ^'fk^i^ [13] hS:J^i^-^'2)-i:tcj; J9 ^fb^^t; 

[14] =^M^i-^i<b5&^-ci^;2>o 
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A) . kT'JvV. h >;jiif-;u7^ >) iO^[|:^£TtC, -70-100 "C-e^T^ Cl 
<»::&«-e# .S:JSB#Wfi. ^fb-^t; C 1 2 ] RXf^t^m (13] 

os^. S£>z&^tc J: oT^^^:el^ its, 3o^~24B#r^;&^ig^-e 
'fk^ii^ [13] (D^mmit^t^m ci 2] tcj^^ur 1-^1.2 

[ 7 ] ^it^m [14] Stt^-^-S ^ <h C J: 19 'fb'^Jfe 
[1 5] ^m^t^^tii^'^tho 2js:SJ^:'ti. pfS<^>fl:^t? [7] 

^c^tj [1 5] ^^m.^m.h]yui^^^:h^t\zi y)it^m [3-2] 

3)-T-:*^-Q-0--C^O. -Q-:*^'- (CH2) n-coJ^^o 

(CH2)n-L + H0C-C00R7 — ^ (CH2)n-0-C-C00R^ 
R« =^ R6 

•^^^ [16] [18] 

f 

— ^(CH2)n-0-C-C00R7 
0 R^ 

[3-3] 

{^^. L:5.r;^n(i|tE^f^^-C^^o ] 

^b^t? [16] ^it^^ [8] h.5:S^-^;2>^hC J: J^^b-^J^ 
[18] ^^^t^^tt^-C^^o :$:MJS{i. HiiE(^jb'^t> [12] 
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_Q_^._ (CH2) f-CH = CH- (CH2) g-X(i 
- (CH2) h-C^C- (CH2) j-^^^o 

L1-CH,-Q1-L2 + HC-COOR^ — Li-CH2-Q^-C-C00R7 
2 R6 R6 

[19] C7] C20] 

R5 f 
— ^ H0-CH2-Q^-C-C00R' — OHC-Qi-C-COOR^ 

r6 R6 

[21] ^22} 
f 

.Qi-C-COOR^ 
R« 

[3-43 

[^4^. RK R^ L i:5.r/L 2{ifjE^Iwia-C^^o 

-Qi-fi- (CH2) f-CH = CH- (CH2) g-Xfi 
- (CH2) h-C = C- (CH2) j-'Sr^to is g. h. jliltjfS 

'fk'^^ [73 =^<b^!^ [193 t^jZ^^^^^tKX ^it^m 
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C2 n ^mi^ti^iti)^^^^^ 

t KD^v^ C2 n ^r^^kt^iiCJ: 0 ^ C 2 2 ] 

-"^A (PCC) . mt^^A (VI) -trvv^^lg-f*:, 

V K (DMS 0) - n/\^ ^ K (D 

CO =^<i:*?:fflv^^i t:d«-e^^o -e^iJ^tf. m^ki^oA (VI) - 

Tj.;^^ JL^^ [2 2] t'>^I/>M^#iD^<b^-e^ii:iCJ: «9 
tLTIi. rn-t^ n Dpi ^ >- i; A^ 3 -^fk h V ^ ^ 

ffiv^^^-g-, (DMSO, THF^^ft') . 20-70rT* 

^1 ::i::6^-eg^o 
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5 ) _ X _ _ C H 2 - 0 - Q - -e * 0 > 
_Q_;^t_ (CH2) f-CH = CH- (CH2) g-Z{i 

- (CH2) h-C = C- (CH2) i-(7)m^o 

(RioOgCHCHg-L^ 



r5 [ 2 43 r 

HO-Qi-C-COOR^ " (RiOO)2CHCH2-0-Qi-C-COOR7 

R« R« 

[23] C25] 



R5 



R5 



— - OHC-CHg-O-Qi-C-COOR^ — ^ ^CH2-0-Qi C-COOR^ 

r6 0 R 

[26] [3-5] 
fb^tl [2 3] ^vT^^^^^^^DT-t^-;^ [2 4] 

^^hni [2 5] ^isiitt^-^^i^-ei^o vT^i^^Ji^ 

tl [ 1 2 ] ii^fk^!^ [13] IWl^tc^T^ i i: § ^ 

it^^ [2 5] ^7;^=J->'^^'^li4^ (p^^y-;^. 

[2 6] K ^ ^ U > M.iti:niimit^^ i ^ t \,Z X 0 
jb^i^ [3-5] ^U^t^^tij^-C^^o ^BiiZ^it. mU<7)it'^ 
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^ {2 2) ^z^^vy^jSL^i^^mit^^hK]:E^tmmr^'^i:it 

6)-T-:*^-Q-0-'C^l9> 

-Q-^«- (CH2) f-CH = CH- (CH2) g-Xit 
- (CH2) h-C = C- (CH2) i-<7)^^o 

L^-CHg-Qi-L^ +H0C-C00R7 — - L1-CH2-Q1-0-C-C00R7 

R« R6 

^193 Ci6] [273 

R5 R5 

— ^ HO-CHg-Qi-O-C-COOR^ — ^ OHC-Qi-Q-C-COOR^ 

R^ R6 

[28] C293 

R5 

^ ^Q^-0-C-C(X)R7 

0 R® 
C3-6] 

C^^-. R5, R7, Qi, L i;S.y^L 2{i|(iigi:|wi^-C^ 

-So ] 

C2 7] ^m7kt^:iti}^T^^o ^Kf^^it. luffiofk^ti [16] 
*^0{i> BtfieO'fk'^J^ [2 0] ^ib-^ti [2.1] K^^ti>K^B 
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Kn^v^ [2 8] ^m^tt^^tKX y)t^)Vl)ViJ^ C2 9] 

^mi^-r^^tTb^T^^o :^KJ^^it. mti<^it^^ [21] ^it^k 
[2 2] ^.z^^^uyM^^^mm^t-^^^Emtmrni^'^ifo 

r5 R5 R5 

0 R« OH 0 

[3] [30] [5-n 

R5 

^ , /^^t-c-coor^ 

0 ^ 
[5] 

[5^4^. R6. TRU^L^imBt^m-^^^o 3 

i^zx y)it^^ [3 0] ^miti-^-.i:*^'-e#^o 

(D^^TIiZ. -20-50 VC'n^ ^tt^T^^o RlSB^ 

fe^ti. 'fb^t/ [3] (Dmm. KJ^^umzx^rm^j::hi)K m-^. so^ 
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LT 1-1.2 t L^>o 

it^m (3 0] m^tt ^ ^ t l>Z X }f) ^t^!^ C5-n ^l^itt'Si 

^^^T^^o Buieo'fi:^!^ [2 0 1] ^fk^t; [2 o 4] 

:i ^ .i: ffc^tl [5] ^Wi'^-f^^tii^'r^^^, 
^S£»fi. iitx l^i£2 tcfe^L/wl^yn h ^-i^^^cfi^ 0-100 

T^^o ^^ii^^O^^^Sli'fb'^t? C5-1] ICj^^tLT 1-1.2 -fg 

fiEO'fk'^ti C 1 0] .h'fb'^J^ [7] [11] ^i^itt 

[ 4 ] . {k^il^ [ 7 ] . [ 8 ] . >fC^t/ [ 1 0 ] , >f[: 

[13] > jb^!^ [16]. [17] ;5.<y^'f[:'^t; [19] 

^^^it^^li. ;^Lp(a)jf[L3£X{ii^=r 1^ ^ x n - ;i/ jfo ^ t;? - 
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^hi,z. :^^mit'^'& in^if. Mi^ns. ^mmi o. 2. 
mt^m 2 0 . mmm 2 2 > ^ife^^J 2 4 > nifef^J 3 3 > ^t;&m 3 4 , 
mmm 4 s . mmm 5 9 > ^m^^j e 1 o^b^t/) (^^j x. 

^;^fi^^i&MJM^?^fiS;^^ (PTC A ; Percutaneous Transluminal 
Coronary Angioplasty) ^S^O WieS ^HlM^B. ^li) 

0.1-99.5%. $f f t < {i 0.5-90%-^^t ^B^^^ti^ tT. 
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LT. 1 B^/c s 50-600mg Holga, ^tL<\t 100- 
300 mg/b h<D^m-C^^, i^^iZJioXli. -^mTTJ^f}^ L. 

##^J 1 

^ VS&^^-^;H 2. 4 gtc^i^x h^hKD77>'l24mI 

b: Kn7 7>?#?e[8 0ml $-fiTL/:o mT'imi^mx 1 ^m^W 
Lfz'ik. 1. S-i^-ZD^y 1 g^-^tcjD£. f*Iia- 1 5 

^iSfS^TTlcTfctC'^i', flt:^^T4'fnLi:. gt^xf-;i/-c^affi L/io 

1 5 5-- 1 6 e-C/SmmHg 
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##faj2 

2. 2 - v> 1 0 - ^^•^^^'^ 

1 T'i%fz^t^^ 2 5 g tr^^-^t^ ^^V''; V')7 I K 
(HMPA) 20. Qg^JnxT. 1 9 0- 1 9 S-CT 1 B#F^^t*|i 

1 0 7 -~ 1 0 9 t:/ 5 mmH g 
2, 2 - 1 3 - T h ^T'-t 

^ VS&®gxf-;i/ 2 5 . 5 g Iz^-mT h7HKn77>' 120ml 
=^iD^T. 7;i'::r>^»ttT, l*!?^^- 1 0 ~ - 1 5 X:C^%ti:^^ h . 
2. 0 M 'J A vWyn br;UT ^ K<7)T h 7 b Kn 7 7 v^?^ 

110ml i:mTLtzo my'imum'r^ I ^^mw Lfz'ik. s-r 

n^-l-y^>30g/Th7tiKn77>'60ml ?#?9t=Sr- 1 0 

^^fe-?S^tl2 4 g^'i^fzo 

B.^. 1 3 0-1 3 5t:/l 7mmHg 
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##^J3 tmU<Dljm'^likT(Oit>^^^^j^tfZo 



9 9 — 




D 




**> 9Wtt "r "f ii ^ 


9 9 — 




n 
I 




A y 7^ y Eg JL ;u 


2. 2 - 




8 






2 . 2 - 


V ^ ^ ;u - 


9 






2,2- 




1 


1 




2, 2 - 




1 


2 




##^!I4 











^nmZ'Q%tz\t^m^ . 2 gK^^t^^U>9 2 m 1 ^ioAT 
?^^-L. 7X;^c-e<^iPL. ^tJ^L^;i>^<^ 7 0 %m- n Dii$.t#^ 

IRcm-^ (NaCl) 1 2932, 1728, 1474, 1150 

##^?IJ4 tmU<Dl5m'Ci^J.T<Dit^!^^m^LfZo 
2, 2-vp?^;U-6. 7 -^tK^ 
2, 2-vy^;U-7, 8 >^jL^;l/ 
2, 2-vp{-^;u-8, 9 -oltK^ vy :^>•^JIlf■;^ 
2, 2-vy-^;U-9, 1 0 VT'?;/ >^jtL^;U 
2, 2-vyf-;U-li, 1 2 -i^'^v Kf;?; 
2, 2 - vy 1 2, 1 3 -x;}.':^ V h V T*;!; 

2. 2-vy-^;u-l3, 1 4 - J^^-J^'^vT h 7 7";!7 ^^oL^;!. 
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1 2 - ^ on - 2. 2 -v^^^i^- 1 1 - ^^^^ ^-^^^ 

2, 2 -VP^-?-^^- 1 1 . 1 2 -i'-K^v Kt*>'^2 7. 0 4 g 
=^^J^r h7li Kn77>2 7 Om 1 liZ^ML. ^i^W^WT . MtK 
J^'fkUf-'^Ae. 7 8 g. S^®?1 8. 0 1 g^rinx.. 2 Br^giUit 

y 1^9 Y y y ^ - {1 C-200 (^^^ 

^ n : S^^J^^^^= 2 0 : 1) Tffi^ t. *£ferfit^ 

tl 2 3 . 6 8 g ^^l/Co 

IRcm-i (NaCl) 1 2932, 1728, 1177. 1154 

12-^nD-2. 2-v^^^t^-ll-^^V^'^^ >^x-f 

5-C#/zfl:'^tl2 2. 58g=$:T-trh> 560ml 
L. 7K<^m^^TJ o n e s^^ (^^b^nA (VI) 2 6. 7 2 g. 
^«Sm2 3m U Tici 0 Om 1 J: 5 2. 2ml?rlB#F^^ 

^L-CTiTL/Zo T^Tt^l 8^r^^M^{^t/>:o zKi^^^l^T. ^ V 
yD/^V -;^7 5m 1 ^:i]nx.T^fiJ<^ J one s^^^^M^^. R 

^* ^ V ztH L -C ^ V ^ * 7 A ^ 

n-7h^r77>r- (7 =1 --^^^C - 2 0 0 (^^®^) . n-^^ 

-9-> : s^^:n^;u= 9 : 1 ) -effi^L. m^'{^Vi^2 l . 3 7 g ^ 
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IRcm-1 (NaCl) : 2934, 1724. 1177, 1152 
7 

3 -ro^ yoAy -;i/2 0 g «-N, N- v> 7 ^ K 

2 0 0 ml \Z'^m L. ^ C7)j#?e[tc 6 0 h V -^7 A 8 . 6 g 

;urn5 Kl 7. 4 g^iDx.r. ^r^-C 5 B#F^^^^}^ L/Co .RJJ:^?fi[^ 

1 0 0 1 0 0 mm H g 

2- ( 9 -7"-bx;l/:^^ v) - 2 - > br:j- >lg^ 

2-li Kn:^v- 2 -^f-;U7'nk:t>m^^;i/3 1. 4 g^N, 
N-v^^;i.^;^AT^ K4 5 Om 1 tcfg^L. ^O^f^tce 0% 
Tlc^^Ct h 'J -^/A 1 1. 1 g^^XJ^T-C^>^CjjD£. ^rSTl 0^ 
Kit^L/Co >^tci o-"rn^-i -•7'-tr> 4 5g4'jDx., 90t: 

77^- (73-r;u C- 2 0 0 (^li®^) . ^-^^^y. 
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f^^i^;u=2 0:1) -CfSiiL. 2. 1 gi:nfZo 

IRcm-i (NaCl) : 2857. 1736. 1435. 1144 

IRcm-i (NaCl) ! 2934. 1728. 1474. 1146 
1 0 

IRcm-1 (NaCl) 12994. 1732. 1472. 1146 
##f?!J 1 1 

2- (9. ] 0-:[.^:^^yr'y)l^t^i^) - 2 - ^ f - ;U 7^n ^ :^ > 

IRcm-i (NaCl) 12930. 1736, 1466, 1144 

2- (2. 3 -X'-K^vT^n.-K^rv) -2-^f-^^7'nl::t>^p{f-;l- 
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##^J 1 2 

2. 2 T n-H7>T"-h> |fi? 

##^J3-C^#/c>fb^i^2 9. 0 g^i^y-;u 2 9 0 ml r^m 
L. -ixtCTlc^^k-f h >; -^7^ 9. 6 8 g<i:7K2 9m 1 ;&^f>|^|^L/j 

Ji^tyj.^n-^h^yy^- (73-r;u C - 2 0 0 (^^®;^) , 
2 5. 7 g 

IRcm-i (NaCl) : 2928. 1701. 1476, 1202 

m^m 1 3 

2. 2 1 0. 1 1 -JL.-K:^ve,^^^^^j j^ 
##^J1 2-C%/zit^!^2 5. 7gtcJ^<(:>^i.> 2 6 0 mI ^ 

i§^E#^25. 5g^»L;t:f^. ^ 7mmnLfZo ^JiL^m^ 
o-7h^77^- (73-r;p C- 2 0 0 (^^@^) . n--s 

^^y :m^zL^)u=3 0 : 1) -effii^L. i^.^mvi^z i. 7g 

IRcm-1 (NaCl) 1 2932. 1701, 1476. 1260 
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11- (5 - t e r t -yf^;i/^>-/7^ > - 2 - 2 . 2 - 

6 V^^fzit^^ 2 I . 3 7g^ 5 - t e r t -r^^W- 2 - 
liKni^v/^>'X7;l'7'liKl4. 99g^ 7 -fe h - h 'J 
2 10ml izmmL. n^^l^iJ') -^7^ 1 4. 53 g^-ilD^. 8^ 

7^- (7=3-y^^C- 2 0 0 (^i^®^) > n -^^-ifV : i^g? 
xf-;u=2 0 : 1) -Cffil^L^ mfei?fi^^i|^2 4. 0 g ^#/wo 
IRcm-i (NaCl) : 2934, 1728, 1557, 1273 

1 1 - ( 5 - t e r t -r^ji^^yvyyy - 2-^ )v) - 2 . 2 - 
%mm 1 -etf/cfb-^ti 24. og?r^iS'y-;i^240mi ^z^m 

7Xi^^?i^T7lc^<b'1^'t7^t h';'^7A2. 2 1g^:in£> 3B#r^ 

iti^L. ^llfe-?*^% 2 4. 0 9 g^^#/Co 
IRcm-i (NaCl) 12934. 1730. 1475, 1271 

1 1 - ( 5 - t e r t - 7 > - 2 - ^ - 2 . 2 - 
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:itil>z:^mti- YV^J^e. 4 1 g tyK2 3 m 1 7!>-^mmLfz 

:^yA^a'7 h^yy^f - (7i7-y;i, C- 2 0 0 i^mmm) . 

IRcm-i (NaCl) 12934. 1700, 1478. 1271 

1 1 - (5 - t e r t - r^ju^yy-yyy - 2 - ^ jl.) - 2 , 2 - 

^ife^ajs-C^/j'fb^t?! 9. 0g^^iJ^y-;H90ml ic-^i^ 
-^^C7K^^^::^ h -^A 1 . S O gO^ ^5^ y -;i/-^?^5 O m l 

^^•^>'^JDx.T^b^h^615[L. afe*§H^Hl8. 18g^#;^-o 

1 4 3 - 1 4 7 t: 
x^^llf^i (C 2 sH 3 7N a O4 ^ LT) 

nfnm (%) C:70.73 H:8.78 

Mmm (%) C:70.67 H:8.66 

6 - ( 5 - t e r t - r f- > V 7 7 > - 2 - ^ ;U) - 2 . 2 - 
yy - 6 - 1^ Kn:^ v^i^-<j->f^jn^;u 
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IRcm-^ (NaC 1 ) 12962. 1727. 1477. 1272 

%mm 6 

fi- (5 - t e r t -•zr^ji.^ yvy'yy-?.-^ )\^) -2, 2- 

m^. 1 9 4 . 5 ~ 1 9 6 . 5 r 

Ttm^mm (C2oH27Na04 •1/2H20^ tr) 
tfnm (%) C:66.10 H:7.76 
^iiij^ (%) C:65.96 H:7.89 

7- (5-t ert-'^^^^^>V^^^~ 2-^^^) - 2, 2- 

IRcm-i (NaCl) 1 2963, 1728. 1476. 1271 
7 _ ( 5 - t e r t - -/f- Jl^^ > 7>- 2->f;l^) - 2. 2- 
^life'^J7'et#/c'fl:^tf^ffl^^^ ||Jfe^J3^t^^^Jfe^J4 hliJ^C t 

U.^. 1 1 0 1: 

X^^tff^i (C2iH29Na04 • l/2H20i:L-C) 
It^^i (%) C:66.82 h:8.oi 
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38 

mmm (%) ciee.ss his. 40 

12 - (4-tert-rf-;i/7xy:^v) - 2. 2-v>f-;U- 

2, 2-v^-^;V-ll, I 2 yr-^ 
18. 8g. p-tert--/-^;i/7xy-;i/20. 9 g^#^^ 
t ^ A I 9 . 2 gRX/T -t h h 2 0 0 m \ (DU^^^: 
7 2f^muf^.i^mLfZo KJZ^WL^l^iSiL. 7X7)ct-'/£?. n-^^-y- 
>-C^*tB L/zo tt£ti?&$: 5 %Amti- h U 5 mm^L. 

:<7'5^;i/:* 7 A ^ h ^7 7 - (7=i-y;u C- 2 0 0 

. n-^^-«f > : g^i?jif-;i/= 1 0 : 1 ) -^mmL. ^^Hfe 

•/St^%2 3 . 0 g ^^#;^Zo 

IRcm-i (NaCl) 12984, 1728. 1514, 1248 

mmm i o 

12 - ( 4 - t e r t - 7'f-;U7 y ^ v) - 2. 2-v^f-;i/- 

1 1 - kp^ V h'rt ym. 

1 4 . 2 g ^tf/Co 
M.^. 6 6 ~ 6 8 t: 
itm^^m (C 2 4 H4 0O4 ^ LT) 
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ft^H (%) C:73.43 h:io.27 
mmm (%) C:73.02 h:io.i6 

%mm 1 1 

1 .q- (4- t P- r t - ■/^jl^-7xy^-> ) -2. 

22. 5g> p-tert - "/f" ;U7xy-;W35. 6g> ^^^^ 

^;!7 1; '^7 A 2 1 . 8 gRrfr't h - h 2 o o m i (dr^^^ 

r;u;57^A^n-7 hi>^77>r- (7n-y;i/ C- 2 0 0 

^ n -^^"^y : S^^J^'^Ji^= 10:1) -effl^L. ^Hfef* 

t>ctl2 8. 9 g^r#/Co 

IRcm-i (NaCl) 12930, 1728. 1514. 1248 

%mm 1 2 

T 3 - (4 - t p r t -^^^1^7x7 -2. 2-vp{f-;U- 

1 2 - KP^ V b 7":^ >^ 
^JSf?!! 1 1 'C^^fzit^^2 5 g ^fflv^, %mn 1 0 ^IwJ^mt' LT 

Sfe^H^H 2 1 . 2 g ^#/lo 

li.^. est: 

it^ii (%) C:73.85 h:io.41 
%mm (%) C:73.72 H:10.13 
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40 



Hil^J 1 3 

7- (4 - t e r t - y^;u -7 x y v) -9., 2-vy^;i.-fi- 



IRcm-i (NaCl) : 2965, 1728, 1516, 1267 

%mn 1 4 

7- (4 - t e r t - r-^;i .7 7 -2. 

1 1 5 ~ 1 1 7 1: 

itm^^^ (C 1 9H3 0O4 i: LT) 
(%) C:70.77 H:9.38 
(%) C:70.56 H:9.27 

1 5 

8 - (4-tert--r^; i/7xy:^v) - 2. 2-v^yf-;i.-7- 
2, 2 - vpi-?^;!/- 7. 8 -xtK^ ^ >'^if•|rffiv^ ^ 

IRcm-i (NaCl) 12965, 1728, 1515, 1266 
1 6 

8- (4 - t e r t - y^;i ^7xy^v^ -p , p- .v v^;^,.^ _ 
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m,^. 1 8 1 - 1 8 3 1: 

Ttm^^m (C2oH3iNa04^ ttr) 
St^^i (%) C:67.02 H:8.72 
^iiij^il (%) C:66.72 h:8.73 

mmm 1 7 

Q - (4 - t e r t -7^f-;U-7xy ^v) - 2. 2 - v^f-^l^- 8 - 
2, 2-v^-^^^-8, 9 >^j:.-^;U^fflv>. ^ 
IRcm-1 (NaCl) : 2932, 1728. 1514. 1250 

mmm 1 8 

9- (4 - t e r t - ^f-;l^7^y^v) - 2. 2 - v 7 ^ ;I/ - 8 - 

Si.^, 8 4 ~ 8 6 r 

TC^^^ff^ (C2iH 3 4 0 4 i:L-C) 
ft#€ (%) C:71.96 H:9.78 
HiliJ^i (%) C:71.68 H:9.90 

mmm 1 9 

10 - (4-tert-r ^^l^-7^^^v) - 2. 2-v^f-;V- 
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IRcm-i (NaCl) : 2930. 1562, 1516. 1252 

mmm 2 0 

10 - (4-tert--/ -^;U7.xy:¥v) - 2. 2 -i;>^;u- 
m.^. 1 5 4 ~ 1 5 5 1: 

Ttm^^m (C 2 2 H3 5 N a O4 i: LT) 
tt^^ (%) C:68.37 H:9.13 

^igiJii (%) c:68.oi h:9. 11 

HJfe^ll 2 1 

14 - (4-tert-- r-f-;U-7xy^v) - 2. 2-v;><-f-;U- 
1 3 - KP:^ H 77":» >mj-^)U 
2, 2-v>^;i/-l3. 1 4-a:.7K^VT h^T'^lz^^xf-^u 

IRcm-i (NaCl) : 2930. 1728. 1513. 1245 

mmm 2 2 

14 - (4-tert-y f-;i/7^y^v) - 2. 2-v^^>i.- 
1 3 - Kp^vx h 7-7';<7 >m 

ife.^. 5 6 ~ 5 7 r 
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Ttm^^it (C26H 4 4 0 4 ^ t-^) 

It^^S (%) C:74.24 h:io.54 
(%) C:74.04 h:io.44 
HJfi^J 2 3 

1 1 - (4 - t P r t - y^^l^-^x/^v ) - 2. 

^^m^-^nf^it'k^^ . 6g. p- t e r t -"/f•^^7xy- 
;n 1 . 2 g> l^5*^i?* V 1 0. 4 g;&^/N. N-vpff-JV 
*;i.A7^ Kl 1 2ml <D%^m^ 1 0 0t:-C2 4 B#r^mi*l^ L ;^Co 

(y3->^;i/ C- 2 0 0 (^l^i!^) ^ n-^^-^- 

y : 1^^^"^^^= 1 0 : 1 ) -e^n^t. ^^fe-^it^ct; i o. 5 g 

IRcm-i (NaCl) 12934, 1728, 1514. 1248 

%y&m 2 4 

1 1 _ (4 - t p r t --r^ji^^xy ^v ) -2. 2-v^f-^i^- 

%mm 2 3 -c#/c'fb'^i^9 . 2 3 g ^m^^. %Mm \ o t iwi^ic 

L-Cfife^B^B7. 2 2 g^r^lT'Zo 
M.^. 7 3 . 5 ~ 7 5 . 0 r 
X^^M (C23H 3 8 0 4 ^ UT) 
Hti^^ (%) C:72.98 H:10.12 
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^tSiJM (%) C:72.81 h:io.04 

mmm 2 5 

12 - (4-tert- >^>-f-;l/-7^yc^v) - 2. 2-->'^'f-;u- 

2, 2-vp{f-;i.- 1 1, 1 2 -x.^>-> K^^F^^^^j,^;,,^ p _ 
t e r t -^>f-;i/7^y-;u^^v^ 9 iwi;^ic L T^H 

IRcm-i (NaCl) : 2964, 1728. 1514. 1250 

2 6 

12 - (4-tert- ^>-f-;i/-7xy^v) - 2. 2-vy-^jU- 
1 1 - rp^-> Kt^:<7 m A 

S$,^. 1 5 3 ~ 1 5 5 r 

X^^^M (C2 5H4 1 N a O4 t LT) 

It^^i (%) C:70.06 H:9.64 

^iliJM (%) C:69.86 H:9.51 
Hifeiaj 2 7 

12 - (3-tert-- /-^;V7^y^v) - 2. 

2, 2 - 1 1 , 1 2 - Kt'>^ >^aLf-;^i:In- 

t e r t -•rf-;u-7xy-;u^^v^ HJl^o 9 i: fH];lfi Lr^^-fe 

IRcm-i (NaCl) : 2932, 1730, 1489. 1275 
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2 8 

12- (3 - t e r t - •/^;l/7^y ^v) - 2. 2 - ^ ^ )^ - 

g$.^. 1 0 2 ~ 1 0 4 r 

itn^^m. (C24H39Na04^ LT) 

ft#^ (%) C:69.53 H:9.48 

^iiiJ^i (%) c:69.34 h:9.32 
%W\ 2 9 

2 . 2 - ^>>t/- 1 1 - KP^ V - 1 2 - 7 j:. 7 ^ V > 
2 , 2 - vp< ^>'^- 1 1 , 1 2 - V Kt":* V^^^^^t 

IRcm-i (NaCl) 12932, 1728. 1497. 1246 

3 0 

2 . 2 - f-^l^- 1 1 - Kn^^y - 1 2 - 7x7 Y'f-n >^ 

M.^. 7 9 ~ 8 1 "C 

TC^^^Ii (C2oH 3 2 0 4 ^L-C) 

tt^^ (%) C:71.39 H:9.59 

HiiiJ'fi (%) C:71.38 H:9.50 
^Jfe^J3 1 



wo 97/15546 PCT/JP96/03056 

46 



12 - (4-tert-yf-;i^7x-;i^-^:t) - 2. 2-v^f-;i/- 



2, 2 - vp« 1 1 . 1 2 - Kf':<7 p - 

t e r t -r^)\^^iry jlJ -}V^m^^. HJSf?!! 9 i:l^^tcLT$g^ 

IRcm-i (NaCl) : 2932, 1730. 1489, 1152 

%mm 3 2 

12- (4 - t e r t -•/f-;l^7x~JU-^:^) -2. 2-^^^;^- 

1 1 - t: Kn:^ V Yrt y^j- V ^ A 

M.^. 9 9 ~ 1 0 1 r 

(C24H39Na03S^ LT) 

it^^i c:66.94 h:9.13 

mmm (%) C:66.85 H:9.20 

mmm 3 3 

(-) -12 - (4-tert--/f-;W7xy^y) - 2. 2-v 

1 1 - h KP^ V F-r:» >^ 
HJfe^^J 9 -Clf/j 1 2 - ( 4 - t e r t - ^ f- 7 x 7 ^ v ) - 2 , 

2 - v> - 1 1 - t: Kn^ V Kt*:^ ^^^-^^l/^^rffl v^, 

m.^. 6 1 ~ 6 2 1: 

Ttm^^i^ (C 2 4 H 4 0 O4 ^ LT) 
st^^i (%) C:73.43 H:10.27 
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mmi^ (%) C:73.79 h:io.07 
f ^] p20 =_ 1. 3 5* (c = 1. 0 8. CH3OH) 

3 4 

{ + ) - 1 2 - (4 - t e r t - 7^f-;t^ -7^y ^v) - 2, 2 - ^ 

^ife^FiJS 3-e#/-z(+)2§iy'(-)^ 1 2 - (4 - t e r t --/^^W 
7xy ^v) - 2, 2 -v^^^l^- 1 1 -11 Kn:^v h'TiJ 
^)V(D%^f^^i^<7)m,^^^^'^'^ W094/24117-t^$aiSm<7)^JfefRl 

1 7 tTfife^a^H^#?'^o 

ife.^. 5 9 . 5 - 6 1 r 

X^^a-lff^i. (C24H40O4 ^ tT) 
It^fi (%) C:73.43 h:io.27 
^ilij-fi (%) C:73.43 H'.IO.IO 
[^]j^2 0= i.42' (c = 1.05, CH3OH) 

%mm 3 5 

(-) -11- U-tert--/f-;V 7.xy^v) - 2. 2-y 
^ife^^ij 2 3 -C^fz 1 1 - (4 - t e r t - "T-^Jl'^ x y ^ v) - 

li.^r 6 3 . 5 ~ 6 5 . 0 r 
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yt^^^a (C 2 3 H3 8 O4 LT) 

tfna {%) C:72.98 H:10.12 
(%) C:73.02 h:io.03 
[a] 2 A' (c = 2. O9.CH3OH) 

{^)RXf{-)(D 11- (4-tert-ri^;l^7xy:^v) - 2, 

^J&iaj 3 6 

( + )- ll-(4-tert - r f- ;u 7 y ^ y ) - 2 . 2 - v 
^ 1 0 - Kp^ v7 

^JS^J3 b'(^%fz{^)RU{-)(D 1 1 - (4 - t e r t -rf-;u 
■7i y ^ v) - 2 , 2 - V \ 0 - \i Yu^i/yy yj'ij 

Ifi,^. 64. 5-66. or 
X^^tf^ (C23H38O4 ^ LT) 

It^li (%) C:72.98 h:io.12 

^iJM (%) C:72.83 H: 9.97 
[«] = 1. 2 0* (c = 2. 1 1, CH3OH) 

%mm 3 7 

5 - [3 - (4-tert-r^;i/7jiy^v) - 2- t^Knit^-> 
T'n^K^yl -2. 2 - V ^ )]y^y y^x.^ )V 
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IRcm-1 (NaCl) : 2963. 1701. 1514. 1250 

mmn 3 8 

.S- [3 - (4-tert-^f-;t^7xy^y) - 
-fv^^i/] -2. 2 - V ^ ^ ^^-^ ^ 

gi.ir 1 5 2 ~ 1 5 4 t: 

Ttm^^m (C2oH3iNa05i:L-C) 

tfnm (%) C:64.15 H:8.34 

^ma (%) C:63.82 H:8.06 

mmi 3 9 

2 - no - (4-tert-rf-^l^-7.xy^->) - 

1 1 -C^l/i'fb^i^ 18. 4 g^m^^. 9 iilWlIti: L 

IRcm-i (NaCl) : 2934. 1736. 1514. 1248 

%mm 4 0 

2 - no - (4-tert-yf-;W7j.y^v) - 9- t^KP^ 

3 9 17. 0g^x^/->'H70mM:^ 

CltltlTlc^^kTh h -^7^3. 2 g tyi^l 7 m \ i)^hmmLfz 
mWL^M^. 1 2B#KDD^»u t/Co RS^«:Ml±lt^m^ ^^tl 
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n-^^r-y-^ :g^i?if-;w=2 : 1) -^mmt. fife^H^Hl 4. 3g 

St.^. 4 1 - 4 2 *C 

Ttm^^M (C24H40O5^ LT) 

tf^M {%) . C:70,55 H:9.87 

HffllJM (%) C:70.30 H:9.82 
IIJfeM4 1 

2 - fll - (4-tert - 7'f-;U7 x 7 v) - 1 Q - H Kn 
2 - ( 1 0 , 11 -Jr.j^?^v.i7 >ri^)l^t^^y) - 2 - > 

IRcm-i (NaCl) 12951. 1734, 1515. 1248 

%mm 4 2 

2 - ril - (4-tert - •r-^;i/7 x y^y) - IQ-l^Kn 
M.^, 5 2 - 5 3 t: 

Ttm^^m (C25H 4 2 0 5 ^ LT) 

it#^ (%) c:7i.05 h:io.o2 
^fiij^ (%) c:7i.09 h:io.09 

mmm 4 3 
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t^)\^A7^ Ki 0 0ml iz^mt. ro^?e^tc6 o%7K^<i:t h >; 

^A3. 4 3 g =^7K<^T-e^>^ tcjo^. Mrs -CI o^mmWLfzo 
^tcil-^n^-2, 2 -v>^;i^':7>7*:*>^x^;W2 5. Og 

^i^:J^^■7^^77-Y-(73'-y^^ C-200 (^^^^) > 
^^^-^^y : g^^jif-;i/= 10:1) -Cffli^L. •/fi*^tJ2 3. 6 g 

IRcm-i (NaCl) : 2932, 1730, 1514, 1248 

%mm 4 4 

1 1 - ( 4 - t e r t - r^jU7xy ^v) - 2 . 2 - f-;!/*^ 
^il^?!l4 3 •C^#/z'fl:'^tl2 3. 6g^rx^y-;W 200mn:i# 
1 2B#F^iDf^it"^£L/Co M)^:'?iSt^i^I±lt*Sf^> 

ij y is^ V ^'y y ^ - ("7 ^ -y C- 2 0 0 (g^S^) , 
: g^^jrLf-;l/= 1 0 I 1) -CffiiiL. Sfe^e^a 1 8. 3 g 



wo 97/15546 



52 



PCT/JP96/030S6 



Mj^. 5 5 5 7 r 

yt^^^aH (C23H 3 8 0 3<i: LT) 

ft^M (%) C:76.20 H:10.57 

%mi^ (%) C:75.90 H:10.30 

mmm 4 5 

12 - (4-tert-rf-;U7ji/^v) - 2. 2-y^^;i/K 

I^J4 3 i:|WJ^tc LXmn^^m^^ir^Zo 
IRcm-i (NaCl) : 2930, 1730, 1514. 1248 

mmm 4 6 

12 - (4 -tert-r-^;i/7xy^v) - 2. 2-v^f-;UK 

ife.^. 6 5 ~ 6 7 r 

TC^^^^i {C24H40O3 t LT) 

tf^^i (%) C:76.55 H:10.71 

%mm (%) C:76.48 H:10.73 
Hife^J 4 7 

11- (4- ^PP7xy^v) - 2. 2-vp<-f;l.-io-tiK 
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IRcm-1 (NaCl) : 2934, 1727, 1493. 1246 

%m^\ 4 8 

Ifc.^r 7 2 ~ 7 4 t: 

itm^^^ (c 1 9H29C 1 04 ^ tT) 

Bt^# (%) C:63.94 H:8.19 
(%) C:63.70 H:8.15 

%mn 4 9 

2. 2 - v^^>>l^-10-t^KP^ - (4-^^;l/7xy 

IRcm-i (NaCl) 1 2932, 1728. 1512. 1244 
Hife^^J 5 0 

2. 2-v;^f->«^-10-t:Kn:^v-ll - (4-yf->'i^7xy 

m^. 8 7 - 8 8 r 

itf:fi (%) c:7i.39 h:9.59 
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mmm (%) c:7i.24 h:9.5i 
ma^m 5 1 

2. 2-yVf-;u- 12 - (2. 5 - v>^;i/7xy ^v) - i i - 
2, 2-v^^;W-ll. 1 2 -i^^ V K7*:<7 >^xf-;i/t 2 , 

IRcm-i (NaCl) 12930, 1730. 1508. 1267 
%W\ 5 2 

2. 2-v>f-;b- 12 - (2. 5 -vVf-;U7xy ^v) - i i - 
^i&l?!l5 1 Tt#/->fl:'^t>^ffiv^. llife^^J3;^J/^lliSf?!l4 i:|WI;^tc 

M.ir 1 1 1 ~ 1 1 3 r 

7cm:»-^fi (C22H35Na04i:LT) 

Iti:^ (%) C:68.37 H:9.13 

^iSm (%) C:68.03 H:8.93 
5 3 

I I - ( 3 . 5 - V - t e r t - -/f- ;P - 4 - b K P ^ y 7 X ^ ;u 
f-^) -2. 2 - v^f-;l/- 1 0 - 11 Kp^->'^ >f':» 

4 -^^fzit^!^ t 2, 6 - V- t e r t -T-f-^U- 4 

IRcm-i (NaCl) : 2932, 1726, 1425, 1156 
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5 4 

1 1 - ( 3 . 5 - V - t e r t - 4 - Ko^y 7 

^t) -2, 2 - v> -f-^l^- 1 0 - KP^y ^ ^t'^ 

1 3 -Ctf/z'fb^l^ 2 1 . 7g. 2. 6-v-tert--/ 

4 ;u;!7y 7x y -;u2 7 . 2 g5.r;^^N, N-vp<^^^ 

7j^;UA75 K2 0 Om 1 O^g^tJt'. T;W:^>'^ijKT> ^^^.^^^^ 
A 2 6 . 3 g =^iP£. ^za-C 1 Bt^mS^^LT'co KJZ>m^yKA^^ 

;:7 7 A h 7 ^ - (7::3-y>'^ C- 2 0 0 (^^®^) . 

n_/\:^r-^f> :i^^if-;^= 1 0 : 1) -C^I^L^ a-fe^B^aS 5. 0 g 

m,^. 7 b-7 ex: 

Ttm^^m (C27H 4 6 0 4 S^LT) 

t\nm (%) C:69.48 H:9.93 
Htlfi (%) C:69.22 H:9.74 
HJS^^J 5 5 

V r2 - [3 - (4 - t e r t - •/f-;i/7xy ^y) - 2 - t: Kn 

2- (2, 3 -^r-Tj^'^ vyn v) - 2 - ^ ^ T'n tf :t 
^f-;U25. 8g> p-tert - zf^ )\^y s. y - 3 0 gx 
^l^ij V 'i7 A 2 8. 5 g^S-t/T-fe h-h'J>'l^ 250ml (DU^^^ 
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y J^^ u-^ Y y ^ ^ {r;jz3--y)V C- 2 0 0 {^BM 
p°p) , y7uut^)\,j^) xmmu m^mm (e- (4 - t e r t--/f-;u 
7xy4rv^f-;u) -3, 3-vyf-;u-i. A-Vyt^'^y-2~ 
t» 18.0 g$r#/jo 

IRcm-i (NaCl) : 2935. 1732, 1472, 1146 

^hiXtzit-km 18. 0g?rXi$'y-;H80mU:?#j^L. C: 
fi^zHimiti- h';'^7A5. 2g<i:7Kl8ml f^iiS^ L /:?^?&^ijD 

X.. bnmmMm.Ltzo KJh^^n.}±i^m'ik. ^^.^ii^^z^t-L. 

^m^\ L. i^mk. efeMfl^H i e . 8 g ^#;^co 

1$,^, 1 6 8 ~ 1 7 1 r 

Tct^^fi (C34H5oCaOio-2H20i:Lr) 
It^ii (%) C:58.79 H:7.84 
%mm (%) C:58.72 H:7.58 

%mm 5 6 

1 2 - (4 - t e r t - rf- ;U 7 x y v ) - 2. 2 -v>f^;l/- 
nmm9X'<%fzit^^3 3. Og^7-th> 500ml iz^Mt. 
fk^^WT] 0 n e si^^ (^'ffc^oA (VI) 2 6. 7 2 g . zt 
?il^2 3m U tKI 0 Om 1 J: 5 0 m 1 ^ 1 B#F^ LT 

mTLfzo mr'ik2^mmumwLfzo zic^^^^t^T. ^v7'n/>? 

/-;l'7 5m 1 ^mi^m(D] one s 1^^ ^^^tiSlS?8e^7X7fc 



wo 97/1 $546 



57 



PCT/JP96/03056 



7^- (73-r;i/c- 2 0 0 (^^®^) X n-^^^y 

JL^}U= 1 5 : 1 ) -cnmL. ^-fefA^tJS 0. 6 5 g i:^%fZo 
IRcm-i (NaCl) 12934, 1726. 1514. 1248 

mi^m 5 7 

12 - (4-tert-7^^;l^7xy4rv) - 2. 2- V^f-Jl^- 

1 0 -cntzit"^^ 1 0 g ^rfflv^, HSfi^aj 5 6^ fWI^t:S£^ 

7 A h ^7 7 ^' - ( 7 - ^ C - 2 0 0 (^^ffi^) ^ 

yi^-^hn^^BtX. ^"^^^bS. lg«r#/Co 
M.-^. 5 3 - 5 4 r 

Ttm^mm (C24H38O4 ^ t-c) 

It^^i (%) C:73.81 H:9.81 
(%) C:73.81 H:9.74 

mmm 5 s 

12 - (4-»P07xy^v) - 2. 2-v;^f-;V-ll-l^F 
2, 2 -vp^f-;^- 1 1 , 1 2 -J^'i^'^v Kr':^; >^x^;i/i: p - 

IRcm-i (NaCl) : 3468, 2978, 2932, 2855, 1728, 
1493. 1285, 1246 
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nmm 5 9 

12 - (4-^P07jiy^v) - 2. 2-v^^;u-ii-tiK 

it[.*[ 7 0 . 5 - 7 1 . 5 r 

TC^^^^i (C20H3 1 C 1 O4 <i: LT) 
tt^^i (0^) C:64.76 HIS. 42 
(%) C:64.72 H:8.30 

mmm e 0 

13 - (4-^Pn-7^y^v) - 2. 2 - l 2 - b K 
P^ V h 'J 7":<7 >^jL^;u 

2 , 2 - •^;t/ - 1 2 , I 3 -^n^^i/ h V r:^ y^^f-)Vt 

^ - uu-7 :l y - )v^m^^. %mm 9 1 mm^Lxwn^'ii^'^m 

IRcm-i (NaCl) : 3447, 2978, 2930, 2855, 1728, 
1493, 1286, 1246 

%mm 6 1 

13 - (4-^PP7jLy^->) - 2, 2 - vp{ 1 2 - H K 

P^ V N V -T:;;? >^ 

^n^mzo 

6 2 - 6 3 "C 

TC^^^ffli (C2lH33C104^LT) 
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nnift (%) C:65.52 H:8.64 
^mW. (%) C:65.52 H:8.62 
6 2 

(-) -13 - (4 - t e T t -■f^}l^y s^y ^i^) - 2. 2-^ 
^ f- - 1 2 - b K n ^ -> 7^:» >ig 

HJifRl 1 1 -cnfz 1 3 - (4 - t e r t - 7'-^;l/ 7 x y ^ v) - 
2 , 2 - v> - 1 2 - t Kn^ V h V f*:^ i^^f- ;w ^ ffl 

m,^. 5 4 ~ 5 6 x: 

Ttm^mm (C25H 4 2 0 4 ^ tX) 

It^fi (%) C:73.85 h:io.41 

mma^ (%) 0:73.75 h:io.27 

=-1. 38' (c = l. 013. CH3OH) 
{ + )R-Cf{-)(D I 3 - (4 - t e r t - •/f-^l'7xy - 2, 

2 - 1 2 - 11 Ko^ V h 'j T':^/ >^if- JUcT^^^rSfS^^ 

Hife^?!! 6 3 

( + ) - 1 3 - (4 - t e r t - '/^^i^7xy ^v) - 2. 2 - y 
p< 1 2 - fc: KP^ V h U -T:^ >-ig 

^Mf«J6 2X'i^fz{+)RXf{-)(D 1 3 - (4 - t e r t 
7xy^v) -2, 2 - 1 2 - 11 Kn^^v h >; f :^ >^ 

li,^, 4 9 ~ 5 1 r 
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Ttm^^m (C25H 4 2 0 4 i:LT) 

ft^^ (%) C:73.85 H:10.41 
mmik (%) C:73.64 h:io.39 
[a] 0^'^ =1. 08* (c = l. 010. CH3OH) 



mmm 1 

1 ^180mg 4" 

1 0 (Dit^m 100 mg 

?L*I 45 mg 

h-^-tnrav^l^ 20 mg 

KD^vT'n t:;i/-fe;Un-7. 9 mg 

.-K'; \£=.)VT )Vu-)V {U^^^yit^) 5 mg 

yW^^^^y^^ 1 mg 



1 ^ISOmg 4^ 

Hi&f^J 5 7 (Oit'k^ 100 mg 

fin 45 mg 

ni^viiJIJ 20 mg 

fSm^J^k: Kn^ vyn t:;l/-tJUn-7. 9 mg 

/K'J lf-;UT>'V3-;i/ {^B^S-y ^^ffci^) 5 mg 

'J >'^-7^';^ v-i^i. 1 mg 
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^mmu<7)^m^m(Om^izMi-^'s^^ini^Ltzo m^i x 

-bX\tz3y Yu-)Vl^\znL^mm^^^y h<D^m^^X. ^ 
tirtitMm^^ir'if^fzo 
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^ 1 TCRxfipU) Kn-r^r^m 



#^ 






TC 


L p 


(a) 


1 


uy h D — ;u 


4 


87±11 


100± 


5 






4 


109±13 


55± 


7*» 


2 


zjy h D - ;u 


4 


84 ± 3 


95±10 




^Jfe^J 2 0 (Di^^m 


4 


68± 5 


51± 


5** 






4 


62± 9* 


33± 


7** 




^jfef^ij 1 0 (D\^^m 


4 


58± 3* 


32± 


6** 


3 


zi y h □ — ;u 


4 


91± 4 


90 ± 


3 




mmm 1 2 (7)>fk'g'ti 


4 


62±25 


23± 


2** 






4 


76±20 


37± 


8** 




%mm 5 7 (Dit^m 


3 


61±20 


26 ± 


8** 


4 


n y h n — ;u 


4 


91± 4 


90 ± 


3 



3 4 cT^k-^^ 4 56 ± 4** 34 ±4 

m^\3 3(Di\:^m 4 62± 4** 32+4 



5 =r>hn-;i/ 7 106±15 126± 7 

mMm3 6(Dit^(^ 6 80±13 36± 4 

Hife^J 3 5 (T^'fb'^tl 6 90±15 40± 3 



*: p<0.05, P<o.oi 

mam^mxii^ ^^m-^^^. imn'^mitx ^^k^^:it:fy^mte^ 
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m ^ o m m 



Ri> R2, r3, R 4 (if^-X{i^'5roT7fc^. T^l^^^U. 
R5, R 6 {i|f]-X{i^^oT7;^4r;i/^^1-o 
-X-{i-0-Xfi - S-^^to 

^tc:fco-C-CH = =^^-to 

-A-(i>CH-OH. >C = 0. >CH2x >CH-OR83l 
{i>CH-OCOR i^T% RStiT^i^^^V^^L. R^ 

-T- (^c7>$£^^(iA^O^>g-^^-ro J^TIw]^) li. 
-Q-> -CH2-0-Q-X{±-Q-0-$r^L. 

-Q- (^<^^'^#tiAiaij'^c7)^>^^^i-o ^xyw\m {i, 

®- (CHz) n-> (D- (CHz) f-CH = CH- (CHz) g- 
Z{i(D- (CH2) h-C = C- (CH2) j-^^to 
nfi 1 ~150^j!^^^L. f, g. h. j (i-!-:h,'r^i 0 ~130^^^: 
:iiT% f+g{i 0 ~13C0!i|{c^ L. h+j(iO~13<7>^?i^tt^o 
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-e^O. Z^RXfZH^yi<.mV:h^. -A-7!i^>CH2T*»9. -T- 
i)^-Q-T^y). -Q-i)^- (CH2) „--C*0. n:6M ~80^ 

■C^»9. -Q-5&«- (CH2) n-"e^«9x n:6M ~4 0^^'e*;2, 

2. - A-^^>CH-OH. >C = 0, >CH-0R8Xli 
>CH-0C0R9-C*^ 1 ;u# ^^^ig^*:^ L < 
{± -e- O ^ ^ 6<J ICit ^ $ a ^ i^X (i f> O -f a i7) ^g^^fO t/ o 

3. -A-:6^>CH2. >CH-0HZ{i>C = 0T^i9> -X- 

•9. (CH2) n-'^^'9. n;&^6~ 1 R^tJ-' 

-e^»9x z ^ ;s.(y^z 2 ^^tK^-c* . - t q -t^) j^. 

-Q-tJ^- (CH2) n-"C^t5^n^«6~10-C^t9> R ' ;5^7R^ 
^ ^ X li n <o <7) V ^ -f 1^ ^ D Ji^ o 

5. -R^RX/Y-^^Ti^m. 7^^4;^X^i^^^y>-c^ 0 > R^ 

;5ty^R f-;i/-C* 0 . -A-^^>CH2^ >CH-OHZ 

{±>c = o-c^f9> -x-;{i^-o--c^t9> z ijs.iy'z 2;{)^7fc^-e 
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^19. -T-:6^-Q--C*i9. -Q-i)^- (CH2) n-'^^Ox 
ni)^6- 1 0 Tib 19. R 7:</^7fc^-C^^W^]g 1 

jS.r/'R ^^l^"^* 19 > - A->6^>CH-0HX{i>C = 0 

-C^i>«9. - X 0 . Z 1 ^tf Z 2 ^^tK^-C* 
-T-:6^-Q--ei50> -Q-^«- (CH2) n-t'**)> n:6^6- 

1 o-e^»9. R7;ii«7K^-e^b;s»^:^ifS«o;^;i/;}e>m^it^^ 

(1) 1 0 - ( 4 - t e r t - yf-;i^7 X y ^ v) - 2 , 2 - 
f- ;i/ - 9 - b K D + V f'* >^ 

(2) 1 1 - (4 - t e r t - rf-;W7xy ^v) - 2, 2 -v> 

1 0 - KD^ v"> >^ 

(3) 1 2 - ( 4 - t e r t - ■/f-;l^7 X y 4r ->) - 2 , 2 - v> 

1 1 - 11 Kn^'> h^r-fJ 

(4) 1 3 - (4 - t e r t - y-^^l/yxy +v) - 2. 2 -v^ 
f-;i^- 1 2 - Kn^-> h 'j >^ 

(5) 1 4 - ( 4 - t e r t - 7'f-;V'7 X y + - 2 , 2 - 

(6) 1 2 - ( 4 - t e r t - '/f-;^7 X y ^ v) - 2 . 2 - 
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1 1 -t^y vrij 

(7) 11- (4-^DD7xy^v) - 2, 2-v;^^;U-10- 

(8) 12 - (4-:J'nn7iy^v) - 2, 2-v>f-;u-ll- 

(9) 13- (4-i^nD7iy^v') -2, 2 - v> -^^l/- 1 2 - 

kd:^ V h ij ym 

1 0. is^« 1 - 7ismo/j.^^ < t{>-^(7y\t^m^mm^t 

1 1 . iS^:^ 1 ~ 7|Smo/i'-:5r < t -oofb^t? =Sr^^^^ i: 

1 2. ffi^]Il'-7|Emo^^''^< i: ^> -0(7)11: >^J^^:t^^^i: 

1 3 . 1 - l%Z^(^'Pti: < ^ t-ooft^t?^^^^^^ 

1 4 . iS^]i 1 -lllWL(n{i.-ti: < h fc-0(7)il:'^J|^^^^i]^^^ 
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